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CLAIM AMENDMENTS 



Claims 1-28 (withdrawn) 

29. (currently amended) A method of identifying a compound which modulates the 
interaction of GRF4 with Ras, comprising 

a) contacting (i) GRF4 or a portion of GR F4 selected from thi^ jiroup 
jjponsisiing of a Ras asso ciatio n d omain and a CDC25"re l.ated Q EFjtomtin^^iHlIt^ 
binding fmgment of GRF^ or a dcris'utiv e of e ith t* ^f ibo - for e gijing (ii > y with (ii) 
Ras a GRF1 btfHai»g fragm e nt of R ati o r derivativ e of oithcr of the forego i ng in 
the presence of the compound^ wherein (i) and (ii) aro capable of bindmg ; and 

b) determining whether the binding between (i) and (ii) is modulated 
com pared to a co ntrol for determin i ng the binding of GRF4 and RasS in th e 
absence of the com pound. 4j»eiN^- wherein im increase or decrease in 
binding in the presence of the compoimd jMk^lgs indicating that the 
compound modulates the interaction of GRF4 and Ras. 



30, (currently amended) A method of identifying a compound which modulates the 

interaction of GRF4 with Rapl, comprising 

a) contacting (i) GRF4 or a portion of GRF4 selected froni the group 
consisting of a Rasj |g„i?o.sl§lipT]^jig m^ GF.F domainr ^ 
Rapl binding ; fra g m <? t^ of ^^-Mitj^^ of the foregoing with (ii) 
Rap 1 _r^-^iRM4m#^ 

foregoing -in the presence of the compound; wtnapeiiH (i) m\d (i t^^afe- eftpftb t e of 

b) determining whether the binding between (i) and (ii) is modulated 
compared to a control for determining: the bln diop: of GRl-4 and Rap Lirithe 
Libjenc^.2Mie.£S^ 

presence of the compound indicates th e r e by indicating that the compound 
modulates the interaction of GRF4 and Rapl . 
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3 1 . (currently amended) A method of evaluating the cell proliferation reducing 
properties of a compound comprising contacting the compound with; 

a) 0 ^ GRF^- a p ortion of GRF4 selecMlloiTiJhe.Ero^ 
Ras^a g^Qciation domain or a CDC25-rekited GEF domai m i Raa binding fraiim c nt 
of GRF4 or a derivative of oither of th e foregoing ; and 

b) (ii) Ras,- it^ the presence of the compound a GRF 4 bindiR^ frftfiment of 
b i nding ; and 

c) determining whether the binding between (il and (iil is modulated 
inhibited compared to a control for determining the binding o f GRF4 and 
Ras in the absence of Hue comp ound, wherein m^ b^^^^ettse^ de<^^feMean 
in hibition of binding i n the presence of the com po und indicutes t to ttbilitv 
<»f th e compouBd t o In t erfer e with th e bind in g of q) with b), tho abUity to 
int e rf e r e! with binding indicating that the compound reduces cell 
proliferation. 

Claims 32-35 (withdrawn) 

36. (new) The method of claim 29, wherein the GRF4 comprises the following 
sequence motifs and domains, in amino to carboxyl order: a cyclic nucleotide 
monophosphate-binding domain, a Ras exchange motif, a PDZ association domain, a Ras 
association domain, a CDC25-related GEF domain, a first PY motif, a second FY motif, 
and a COOH-terminal SaV sequence conforming to a PDZ binding motif, 

37. (new) The method of claim 29, wherein the GRF4 comprises SEQ ID NO:2 or a 
sequence of at least 80% sequence identity to SEQ ID N0;2. 

38. (new) The method of claim 30, wherein the GRF4 comprises the following sequence 
motifs and domains, in amino to carboxyl order; a cyclic nucleotide monophosphate- 
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binding domain^ a Ras exchange motif, a PDZ association domain, a Ras association 
domain, a CDC25"related GEF domain, a first PY motif, a second PY motif, and a 
COOH-terminal SaV sequence conforming to a PDZ binding motif 

39. (new) The method of claim 30, wherein the GRF4 comprises SEQ ID NO:2 or a 
sequence of at least 80% sequence identity to SEQ ID NO:2. 

40. (new) The method of claim 3 1 , wherein the GRF4 comprises the following 
sequence motifs and domains, in amino to carboxyl order: a cyclic nucleotide 
monophosphate-binding domain, a Ras exchange motif, a PDZ association domain, a Ras 
association domain, a CDC25"related GEF domain, a first PY motif, a second PY motif, 
and a COOH-terminal SaV sequence conforaiing to a PDZ binding motif 

4 1 . (new)The method of claim 3 1 , wherein the GRF4 comprises SEQ ID NO:2 or a 
sequence of at least 80% sequence identity to SEQ ID NO:2. 



